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4 <110> APPLICANT: MILLENIUM PHARMACEUTICALS, INC., et al . 

6 <120> TITLE OF INVENTION: SPLEEN TYROSINE KINASE CATALYTIC DOMAIN: CRYSTAL 

7 STRUCTURE AND BINDING POCKETS THEREOF 





9 


<130> FILE REFERENCE: MNM/001 PCT 


















c — > 


11 


<140> CURRENT APPLICATION NUMBER 


: US/10/531,532 












c — > 


12 


<141> CURRENT FILING 


DATE: 2005- 


04-15 


















14 


<150> PRIOR APPLICATION NUMBER: 


60/419,382 
















15 


<151> PRIOR FILING DATE: 


2002-10 


-16 




















17 


<160> NUMBER OF SEQ 


ID NOS: 11 






















19 


<170> SOFTWARE: Patentin 


Ver. 3. 


2 




















21 


<zlO> SEQ ID NO: 1 


























22 


1 "s. T TM/^'PU • ^^QC; 

<*Z11*> JLJcjNoiri: dJo 


























23 


^ O ^ ^ ^ ^^^^ - T^T> Try 

<212> TYPE: PRT 


























24 


<213> ORGANISM: Homo 


sapiens 






















26 


<400> SEQUENCE: 1 


























27 


Met Ala Ser Ser 


Gly 


Met Ala 


Asp 


Ser 


Ala 


Asn 


His 


Leu 


Pro 


Phe 


Phe 






1 


5 








10 










15 






oO 


Phe Gly Asn lie 


Thr 


Arg Glu 


Glu 


Ala 


Glu 


Asp 


Tyr 


Leu 


Val 


Gin 


Gly 




Ol 


20 








25 










oO 








33 


Gly Met Ser Asp 


Gly 


Leu Tyr 


Leu 


Leu 


Arg 


Gin 


Ser 


Arg 


Asn 


Tyr 


Leu 




34 


35 






40 










45 










36 


Gly Gly Phe Ala 


Leu 


Ser Val 


Ala 


His 


Gly 


Arg 


Lys 


Ala 


His 


His 


Tyr 




37 


50 




55 










60 












39 


Thr lie Glu Arg 


Glu 


Leu Asn 


Gly 


Thr 


Tyr 


Ala 


He 


Ala 


Gly 


Gly 


Arg 




40 


65 




70 








75 










80 




42 


Thr His Ala Ser 


Pro 


Ala Asp 


Leu 


Cys 


His 


Tyr 


His 


Ser 


Gin 


Glu 


Ser 




43 




85 








90 










95 






45 


Asp Gly Leu Val 


Cys 


Leu Leu 


Lys 


Lys 


Pro 


Phe 


Asn 


Arg 


Pro 


Gin 


Gly 




46 


100 








105 










110 








48 


Val Gin Pro Lys 


Thr 


Gly Pro 


Phe 


Glu 


Asp 


Leu 


Lys 


Glu 


Asn 


Leu 


He 




49 


115 






120 










125 










51 


Arg Glu Tyr Val 


Lys 


Gin Thr 


Trp 


Asn 


Leu 


Gin 


Gly 


Gin 


Ala 


Leu 


Glu 




52 


130 




135 










140 












54 


Gin Ala He He 


Ser 


Gin Lys 


Pro 


Gin 


Leu 


Glu 


Lys 


Leu 


He 


Ala 


Thr 




55 


145 




150 








155 










160 




57 


Thr Ala His Glu 


Lys 


Met Pro 


Trp 


Phe 


His 


Gly 


Lys 


He 


Ser 


Arg 


Glu 




58 




165 








170 










175 






60 


Glu Ser Glu Gin 


He 


Val Leu 


He 


Gly 


Ser 


Lys 


Thr 


Asn 


Gly 


Lys 


Phe 




61 


180 








185 










190 








63 


Leu He Arg Ala 


Arg 


Asp Asn 


Asn 


Gly 


Ser 


Tyr 


Ala 


Leu 


Cys 


Leu 


Leu 




64 


195 






200 










205 










66 


His Glu Gly Lys 


Val 


Leu His 


Tyr 


Arg 


He 


Asp 


Lys 


Asp 


Lys 


Thr 


Gly 




67 


210 




215 










220 
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69 


Lys 


Leu 


Ser 


lie 


Pro 


Glu 


Glv 


Lys 


Lys 


Phe 


Asp 


Thr 


Leu 


Tro 

J. x^^ 


Gin 


Leu 


70 


225 










230 










235 










240 


72 


Val 


Glu 


His 


Tvr 


Ser 


Tvr 

X y X 


Lys 


Ala 


Asp 


Glv 

oxy 


Leu 


Leu 


Arg 


Val 


Leu 


Thr 


73 










245 










250 










255 




75 


Val 


Pro 


Cys 


Gin 


Lys 


lie 


Gly 


Thr 


Gin 


Gly 


Asn 


Val 


Asn 


Phe 


Gly 


Gly 


76 








260 










265 










270 






78 


Arg 


Pro 


Gin 


Leu 


Pro 


Glv 


Ser 


His 


Pro 


Ala 


Thr 


Tm 

± x^ 


Ser 


Ala 


Glv 

oxy 


Glv 

oxy 


79 






275 










280 










285 








81 


lie 


lie 


Ser 


Ar^ 


lie 


Lys 


Ser 


Tvr 
J. yx 


Ser 


Phe 


Pro 


Lys 


Pro 


Gly 


His 


Arg 


82 




290 










295 










300 










84 


Lys 


Ser 


Ser 


Pro 


Ala 


Gin 


Gly 


Asn 


ArQ" 


Gin 


Glu 


Ser 


Thr 


Val 


Ser 


Phe 


85 


305 










310 










315 










320 


fi7 








r;i n 

yJJ. U. 


Pro 


yjj- Ll 


T .01 1 

XiC Ll 


Al p 
nxd 


Pro 

t X \J 


Tro 


Al ;^ 
nx d 


Al ;^ 


A Qo 


T .\7 Q 

Xiy 0 


oxy 


Pro 


88 










325 










330 

•J •J V/ 










335 




QH 


V7Xii 


r\x ^ 


v7X LL 


r^Xd 


xjc ll 


Pro 

JTX w 


L. 


A Qn 


Thr 

J. iiX 


nl n 

ox Ll 


V dx 


T\7r 
lyr 


ox LL 


^or 


Pro 

t X L/ 


Twr 
iyr 










340 

J *4 V/ 










34 S 
-J •» 










3 "50 

•J -J Lf 








ai a 

AX CI 




r^x v,^ 


f^l n 


V7X Ll 


Tl fa 
X xc; 


A r rr 
nx ^ 


Pro 

t X VJ 


xiy 0 


ni n 

ox Ll 


VpI 
V dx 


Twr 
iyr 


T.011 
XlC Ll 




Arrr 
nx ^ 


Xiy 0 


















U Vy/ 










0 VJ 








^ \j 




XlC?U 


i. IIX 


Xi^ Ll 


f;i n 

V7X Ll 


A c;rj 


Xiy 0 


r;i n 

wX Ll 


T.on 

XlV? Ll 


fJl V 

oxy 


oc;x 


f^l V 

ox y 


A Qn 
noil 


Pho 


ni V 
ox y 


Thr 


Q7 




o / u 




















0 0 VJ 












V dx 


T 

uy ^ 


Xi^ O 


f^l V 

ox y 


T\/r 


T\/r 
lyr 






xiy 0 


xiy 0 


1 

V dx 


Vp 1 
V dX 


T .\7^ 

xiy 0 


Thr 

J. I IX 


V d X 


Al A 
/^xd 


X V V 


<J O 1./ 




















3QS 










400 


X \J 


V dx 


Xj^o 


Tl <a 
X Xc 


T. All 
XlC Ll 


Xl^ 0 


Aon 


f^l n 

oX Ll 


Al ^5 
rlXd 


A CT^ 


A Qrk 


Pro 

iTX L/ 


Al a 
/^Xd 


ijKS ll 


T .\7G 

Xiy 0 


A c;o 


f^l n 

ox LL 






















4 1 n 

*i X VJ 










4 1 S 




X U <J 


IJKS Li 


Xjc u 


Al 3 
nXd 


OX Ll 


Al 
r^Xd 


A cn 


1 

V dX 


LTIC L. 


0x11 


OXil 


XiCU 


A CO 


A cn 


Pro 
IT X u 


Twr 

iyr 


n 0 

X xc? 


106 








420 










425 










430 






1 DP 
X o 


vox 


raX ^ 




T 1 *a 
X xc 


ni \r 
\3±,y 


T 1 *a 
X xc 




OX Ll 


Al p 
nXd 


fil n 

ox LL 


^or 


Tro 

irp 


LTiC L. 


XlC? Ll 


V^l 
V dx 




109 






435 










440 










445 








111 


Glu 




Ala 


Glu 


Leu 


ox y 


Pro 


Leu 


Asn 


Xiy 0 


Tvr 


Xlv? Ll 


Gin 


Gin 


Asn 


Arg 


112 




450 










455 










460 










XXI 


nx o 


VpI 
V dx 


Xl^ O 


A 


uy 0 


A 


Tip 
X xc 


Tl *a 
X xc 


f^l n 

ox Ll 


XjC Ll 


1 

V dx 


ItX 0 


f^l n 

OXii 


1 

V dx 


^or 

OCX 


Mol- 

1 L 


115 


465 










470 










475 










480 


117 


Gly 


Met 


Lys 


1 yx 


Leu 


Glu 


Glu 


Ser 


Asn 


Phe 


Val 


His 


Arg 


Asp 


Leu 


Ala 


118 










485 










490 










4 95 




120 


Ala 


Arcf 


Asn 


Val 


Leu 


Leu 


Val 


Thr 


Gin 


His 


Tvr 
lyx 


Ala 


Lys 


lie 


Ser 


Asp 


121 








500 










505 










510 






123 


Phe 


Gly 


Leu 


Ser 


Lys 


Ala 


Leu 


Arcf 


Ala 


Asp 


Glu 


Asn 


• Tvr 


Tvr 
X y X 


Lys 


Ala 


124 






515 










520 










525 








126 


Gin 


Thr 


His 


Gly 


Lys 


Trp 


Pro 


Val 


Lys 


Trp 


Tyr 


Ala 


Pro 


Glu 


Cys 


He 


127 




530 










535 










540 










129 


Asn 


Tyr 


Tyr 


Lys 


Phe 


Ser 


Ser 


Lys 


Ser 


Asp 


Val 


Trp 


Ser 


Phe 


Gly 


Val 


130 


545 










550 










555 










560 


132 


Leu 


Met 


Trp 


Glu 


Ala 


Phe 


Ser 


Tyr 


Gly 


Gin 


Lys 


Pro 


Tyr 


Arg 


Gly 


Met 


133 










565 










570 










575 




135 


Lys 


Gly 


Ser 


Glu 


Val 


Thr 


Ala 


Met 


Leu 


Glu 


Lys 


Gly 


Glu 


Arg 


Met 


Gly 


136 








580 










585 










590 






138 


Cys 


Pro 


Ala 


Gly 


Cys 


Pro 


Arg 


Glu 


Met 


Tyr 


Asp 


Leu 


Met 


Asn 


Leu 


Cys 


139 






595 










600 










605 








141 


Trp 


Thr 


Tyr 


Asp 


Val 


Glu 


Asn 


Arg 


Pro 


Gly 


Phe 


Ala 


Ala 


Val 


Glu 


Leu 
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142 
144 
145 



610 615 
Arg Leu Arg Asn Tyr Tyr Tyr Asp Val Val Asn 
625 630 635 



620 



148 <210> SEQ ID NO: 2 

149 <211> LENGTH: 8 

150 <212> TYPE: PRT 

151 <213> ORGANISM: Artificial Sequence 

153 <220> FEATURE: 

154 <223> OTHER INFORMATION: Decsription of Artificial Sequence: Synthetic peptide 

156 <220> FEATURE: 

157 <221> NAME/KEY: MOD_RES 

158 <222> LOCATION: (1) 

159 <223> OTHER INFORMATION: NAc-Glu 

161 <220> FEATURE: 

162 <223> OTHER INFORMATION: c-term amidatiori 

164 <400> SEQUENCE: 2 

165 Glu Glu Asp Asp Tyr Glu Ser Pro 

166 1 5 

169 <210> SEQ ID NO: 3 

170 <211> LENGTH: 39 

171 <212> TYPE:. DNA 

172 <213> ORGANISM: Artificial Sequence 

174 <220> FEATURE: 

175 <223> OTHER INFORMATION: Decsription of Artificial Sequence: Primer 

177 <400> SEQUENCE: 3 

178 cgcggatccg ccaccatgga cacagaggtg tacgagagc 39 

182 <210> SEQ ID NO: 4 

183 <211> LENGTH: 58 

184 <212> TYPE: DNA 

185 <213> ORGANISM: Artificial Sequence 

187 <220> FEATURE: 

188 <223> OTHER INFORMATION: Decsription of Artificial Sequence: Primer 

190 <400> SEQUENCE: 4 

191 cggcggatcc ttaatgatga tgatgatgat ggttcaccac gtcatagtag taattgcg 58 

195 <210> SEQ ID NO: 5 

196 <211> LENGTH: 8 

197 <212> TYPE: PRT 

198 <213> ORGANISM: Artificial Sequence 

200 <220> FEATURE: 

201 <223> OTHER INFORMATION: Decsription of Artificial Sequence: Synthetic peptide 

203 <400> SEQUENCE: 5 

204 Glu Glu Asp Asp Tyr Glu Ser Pro 

205 1 5 

208 <210> SEQ ID NO: 6 

209 <211> LENGTH: 5 

210 <212> TYPE: PRT 

211 <213> ORGANISM: Artificial Sequence 

213 <220> FEATURE: 

214 <223> OTHER INFORMATION: Decsription of Artificial Sequence: Synthetic peptide 
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216 
217 
218 



<400> SEQUENCE: 6 

Asp Glu Glu Asp Tyr 
1 5 



221 <210> SEQ ID NO: 7 

222 <211> LENGTH: 5 

223 <212> TYPE: PRT 

224 <213> ORGANISM: Artificial Sequence 

226 <220> FEATURE: 

227 <223> OTHER INFORMATION: Decsription of Artificial Sequence: Synthetic peptide 

229 <400> SEQUENCE: 7 

230 Asp Glu Glu Tyr Asp 

231 1 5 

234 <210> SEQ ID NO: 8 

235 <211> LENGTH: 5 

236 <212> TYPE: PRT 

237 <213> ORGANISM: Artificial Sequence 

239 <220> FEATURE: 

240 <223> OTHER INFORMATION: Decsription of Artificial Sequence: Synthetic peptide 
242 <400> SEQUENCE: 8 

24 3 Asp Glu Tyr Glu Asp 

244 1 5 

247 <210> SEQ ID NO: 9 

248 <211> LENGTH: 5 
24 9 <212> TYPE: PRT 

250 <213> ORGANISM: Artificial Sequence 

252 <220> FEATURE: 

253 <223> OTHER INFORMATION: Decsription of Artificial Sequence: Synthetic peptide 

255 <400> SEQUENCE: 9 

256 Asp Tyr Glu Glu Val 

257 1 5 

260 <210> SEQ ID NO: 10 

261 <211> LENGTH: 5 

262 <212> TYPE: PRT 

263 <213> ORGANISM: Artificial Sequence 

265 <220> FEATURE: 

266 <223> OTHER INFORMATION: Decsription of Artificial Sequence: Synthetic peptide 

268 <220> FEATURE: 

269 <221> NAME/KEY: MOD_RES 

270 <222> LOCATION: (5) 

271 <223> OTHER INFORMATION: Nle 
273 <400> SEQUENCE: 10 

W~> 274 Tyr Ser lie lie Xaa 

275 1 5 

278 <210> SEQ ID NO: 11 

279 <211> LENGTH: 26 

280 <212> TYPE: PRT 

281 <213> ORGANISM: Artificial Sequence 

283 <220> FEATURE: 

284 <223> OTHER INFORMATION: Description of Artificial Sequence: Consensus 
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285 
287 
288 
289 
290 
292 
293 
294 
295 
297 
298 
299 
300 
302 
303 
304 
305 
307 
W~> 308 
309 
311 
312 



<220> 
<221> 
<222> 
<223> 
<220> 
<221> 
<222> 
<223> 
<220> 
<221> 
<222> 
<223> 
<220> 
<221> 
<222> 
<223> 
<400> 



sequence 
FEATURE : 
NAME/KEY: 
LOCATION: 



MOD_ 
(6): 



RES 

(12) 



OTHER INFORMATION: 
FEATURE: 

NAME /KEY: MOD_RES 
LOCATION: (14) 
OTHER INFORMATION: 
FEATURE: 

NAME/KEY: MOD_RES 
LOCATION: (16) 
OTHER INFORMATION: 
FEATURE: 

NAME/KEY: MOD_RES 
LOCATION: (20) 
OTHER INFORMATION: 
SEQUENCE: 11 



Variable amino acid 



Variable amino acid 



Variable amino acid 



Variable amino acid 



Asp Phe 61y Trp Ser Xaa Xaa Xaa Xaa Xaa Xaa Xaa Arg Xaa Thr Xaa 

1 5 10 15 

Cys Gly Thr Xaa Asp Tyr Leu Pro Pro Glu 
20 25 
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Please Note: 

Use of n and/or Xaa have b^en detected in the Sequence Listing. Please review the 
Sequence Listing to ensura that a corresponding explanation is presented in the <220> 
to <223> fields of eacn sequence which presents at least one n or Xaa. 

Seq#:10; Xaa Pos. 5 
Seq#:ll; Xaa Pos. ^1 
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L:ll M:270 C: Current Application Number differs, Replaced Current Application Number 
L:12 M:271 C: Current Filing Date differs. Replaced Current Filing Date 
L:274 M:341 W: (46) "n" or "Xaa" used, for SEQ ID#:10 after pos.:0 
L:308 M:341 W: (46) "n" or "Xaa" used, for SEQ ID#:11 after pos.:0 
M:341 Repeated in SeqNo=ll 
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